garosamine was located at the 6-position of 2-deoxystreptamine in sisomicin.
Further confirmation for the location of the unsaturated sugar at the 4-position and of garosamine at the 6-position in sisomicin was obtained by the following series of reactions. Sisomicin (1) was converted to the N-acetyl derivative (6) by treatment with acetic anhydride in methanol. The N-acetate (6) was markedly more stable towards acid hydrolysis to garamine than was the corresponding N-carbobenzoxy * All compounds gave satisfactory microanalytical, and spectral data. ** Identical in all respects with authentic samples. ** The authors are indebted to Dr.R.D. Guthrie, University of Sussex, Brighton, England, for running the Cupra A c.d. spectrum.
derivative (2). Permethylation of the N-acetate (6) using sodium hydride, and methyl iodide in dimethylformamide gave the derivative (7).
The mass spectrum of 7 showed a molecular ion at m\e 755 in agreement with a permethylated structure, with characteristic fragment ions at m/e 239, 230, 509, 500, 317, 299, 289 and 271.3> Hydrolysis of 7 with 6 n hydrochloric acid on a steam bath gave the methylated deoxystreptamine derivative (8) which was identical (m. s., t.l.c, g.l.c. of the TMSether) with an authentic sample.5)
The formation of a 5-methylated deoxystreptamine by the above process clearly confirmed by chemical meansthat the sugars were glycosidically attached to the 4-and 6-positions in deoxystreptamine in sisomicin. The total structure, and absolute stereochemistry of sisomicin* may now be represented by the structure 1.
